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DETAILED ACTION 



1. 



Claims 1-25, 28-34, 36-61, 63-74, 96-1 14, 1 16-127, 129 and 130 are pending. 



2. 



The previous objection and rejections are hereby withdrawn in view of the amendment to the 
claims filed December 11, 2007. 



3. 



New ground of objection and rejections are set forth below. 



4. Claims 1-25, 28-34, 36-61, 63-74, 96-1 14, 1 16-127, 129 and 130 are objected to because the 
fonts are too small, crowded too closely together, making reading difficult. Substitute claims with 
font (e.g., Arial, Times Roman, or Courier, preferably a font size of 12), lines one and one-half or 
double spaced on good quality paper are required. See 37 CFR 1 .52 (b). Because of the fonts are 
too small combined with the poor quality of the FAX, some letter and punctuation marks are 
illegible. For example, "UVR2" in claim 71, line 1 1, should have been "HVR2". The letter "c" 
and "e" cannot be distinguishable; the punctuation mark "." and "," cannot be distinguishable. 

5. Claims 63 and 64 arc objected to because "a anti-VEGF antibody" should have been "an anti- 

VEGF antibody". 

6. Claim 130 is objected to because of the typographical eiTor "at the at least". 

7. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the basis 
for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in tliis or a foreign coimtry or in public use or on 
sale in this country, more than one year prior to the date of application for patent m the United States. 

(e) the invention was described in a patent granted on an application for patent by another filed in the United 
States before the invention thereof by the applicant for patent, or on an international application by another who 
has fialfilled the reqtiirements of paragraphs (1), (2), and (4) of section 371(c) of this title before the invention 
thereof by the applicant for patent. 
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8. The changes made to 35 U.S.C. 102(e) by the American Inventors Protection Act of 1999 (AIPA) 
and the Intellectual Property and High Technology Technical Amendments Act of 2002 do not 
apply when the reference is a U.S. patent resulting directly or indirectly from an international 
application filed before November 29, 2000. Therefore, the prior art date of the reference is 
determined under 35 U.S.C. 102(e) prior to the amendment by the AIPA (pre-AIPA 35 U.S.C. 
102(e)). 

9. Claims 25, 29, 31, 33-34, 36 and 37 are rejected under 35 U.S.C. 102(b) as being anticipated by 
US Pat No 5,693,762 Bl (newly cited issued Dec 2, 1997; PTO 892). 

The '762 patent teaches a method of producing humanized antibody or antigen binding 
fragment thereof comprising the steps of (1) aligning the sequence of donor non-human 
immunoglobulin heavy or light chain variable region with a subgroup sequences of human heavy 
chain or light chain variable regions or consensus sequence or subgroups of sequences (see claim 
14 step 1, claim 16 step 1 of the '762, summaiy of invention, col. 13, lines 8-10, col. 14, line 16- 
20, in particular), (2) selecting the human acceptor heavy and light chain variable regions that is 
most homologous (most identity) to the heavy and light chain variable regions of the donor 
immunoglobulin (sec col. 13, lines 14-17, claim 14, step 2, claim 16, step 2 of the '762 patent, 
col. 13, line 47-50, col. 16, line 5, in particular) and (3) preparing vector comprising the sequence 
encoding the humanized antibody and expressing recombinant DNA encoding the heavy and light 
chain CDRs from a donor immunoglobulin and human framework regions from the consensus 
sequence in host cell such prokaryotic host cells or mammalian host cells such as CHO cell (see 
col. 17 lines 62 through col. 18, lines 1-48, col. 40, line 20-21, claims 14 and 16, steps 3-5, claim 
20, in particular). Claim 29 is included in this rejection because reference framework regions 
inherently encompasses all FRl, FR2, FR3 and FR4 (see claim 20 of the '762 patent, in 
particular). Claims 33 and 34 are included in this rejection because the term "comprising" is 
open ended. It expands the variable domain to include the heavy chain variable region 1, 2, and 3 
from the non-human immunoglobulin heavy chain and the selected frameworks from the human 
consensus subgroup sequence. Thus the reference teachings anticipate the claimed invention. 
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10. Claims 25, 29, 31, 33-34, 36-37, and 71-73 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Kolbinger et al (newly cited, Protein Engineering 6(8): 971-980, 1993; PTO 892). 

Kolbinger et al teach a method of preparing humanized antibody comprising the steps of 
(1) aligning the sequence of donor non-human immunoglobulin heavy or light chain variable 
region such as C21 with a subgroup consensus sequence of human heavy chain such as SGI or 
light chain variable regions subgroup consensus sequence such as SGIII (see entire document. 
Figures 2 and 3, in particular), and selecting the subgroup consensus sequence such as SGI for 
heavy chain (see Figure 3, in particular) and SGIII for light chain (see Figure 2, in particular), (2) 
selecting the amino acid found in the corresponding position of the human subgroup variable 
domain sequence with the most identity with the corresponding HVRl and VHR2 amino acid and 
(3) substituting at least one amino acid proximal to a cys residue that partipates in an intrachain 
variable domain disulfide bond with a different amino acid such as X for K at position 19 (see 
sequences HI and H3 of Fig 3, in particular). (4) expressing the humanized antibody such as 
human C21 (see page 973, col. 1, in particular) and recovering the humanized antibody from host 
cell such as COS cell (see page 973, Protein A purification, in particular). Thus the reference 
teachings anticipate the claimed invention. 

11. Claims 25 and 29-3 1 are rejected under 35 U.S.C. 102(b) as being anticipated by US Pat No 
5,558,564 (newly cited, issued Sept 1996; PTO 892). 

The '564 patent teaches a process for the preparation of a humanized monoclonal 
antibody, comprising hypervariable regions (CDRs) of antigen-binding sites of non-human origin, 
and FRs of variable regions and constant regions of the light and heavy chains of human origin by 
cultivating transformed host cells in a culture medium and purifying and isolating the expressed 
antibody proteins (see col. 9, lines 34, in particular). The reference method comprises the steps of 
aligning V.sub.L and V.sub.H genes for MAb 425 are shown in FIG. 2. The amino acid sequence 
of the 425 V.sub.L and V.sub.H regions, are compared to other mouse variable regions in the 
Kabat data base (Kabat et al., 1987). The V.sub.L region can be classified into the mouse kappa 
chain variable region subgroup IV or VI. Within the FRs, the 425 V.sub.L region has an 
approximately 86% identity to the consensus sequence for mouse kappa subgroup IV and an 
approximately 89% identity to subgroup VI. The 425 V.sub.L region appear to use the JK4 
segment. Examination of the VH region shows an approximately 98% identity to the FRs of the 
consensus sequence for mouse heavy chain subgroup II (B) (see col. 14, lines 1-22, in particular), 
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select the human FRs on which to graft the mouse CDRs, the FRs of mouse MAb 425 V.sub.H 
region are compared with the FRs from the consensus sequences for all subgroups of human 
V.sub.H regions (Kabat et al., 1987). This comparison shows that the FRs of mouse MAb 425 
V.sub.H are most like the FRs of human V.sub.H subgroup I showing an approximately 73% 
identity within the FRs and an approximately 65% identity over the entire V.sub.H regions (see 
col. 16, lines 29-61, in particular). The method than constructs one or several expression vectors 
comprising in each case at least a promoter, a replication origin and the coding DNA sequences 
encoding for the light and heavy chains can be present together in one or, alternatively, in two or 
more different vectors, and finally, transforming the host cells with one or more of the expression 
vectors in host cell such as COS cells (see col. 15, lines 55-65, in particular). The reference 
human subgroup variable domain consensus sequence comprises a heavy chain domain FRl 
sequence of SEQ ID NO: 11, which is 100% identical to the claimed SEQ ID NO: 1 (see 
reference SEQ ID NO: 11, col. 9, lines 13, in particular). Thus the reference teachings anticipate 
the claimed invention. 

12. Claims 25, 28, 29, 3 1, 33-34, 36 and 37 are rejected under 35 U.S.C. 102(e) as being anticipated 
by US Pat No 6,884,879 (of record, filed August 6, 1997; PTO 892) as evidenced by US Pat No 
5,693,762 Bl (newly cited issued Dec 2, 1997; PTO 892). 

The '879 patent teaches a method of preparing a humanized antibody or antigen binding 
fragment thereof wherein said antibody or antigen binding fragment thereof that binds to VEGF 
and has the HVRl amino acid sequence of GYTFTYGIN (reference SEQ ID NO: 1 10) or 
GYDFTHYGMN (reference SEQ ID NO: 128) which are 100% identical to the claimed SEQ ID 
NO: 14 and SEQ ID NO: 1 8, respectively. The reference method for preparing humanized anti- 
VEGF antibody or antigen binding thereof by expressing said antibody having or antigen binding 
fragment thereof in host cell such as prokaryote E coli or mammalian host cell such as VERO or 
CHO cell (see col. 25 lines 1 26 through col. 26, in particular) and recovering said antibody or 
antigen binding fragment thereof (see col. 27, lines 35-61, in particular). The reference variable 
heavy chain framework (PR) sequence of the non-human monoclonal antibody has amino acids 
substitution from the human consensus sequence subgroup III (see col. 14, lines 34-67 through 
col. 15, lines 1-2, sequence aUgnment in Figure lA, in particular). The reference variable light 
chain framework (FR) sequence of the non-human monoclonal antibody has amino acids 
substitution from the human consensus sequence subgroup I (see col. 15, lines 28-44, sequence 
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alignment in Figure IB, in particular). Although claim 25 has been amended to include the step 
of aligning the mouse and human HVRl and HVR2 domains, it is known in the art as evidenced 
by the 762 patent that method of preparing humanized antibody begins with the step of aligning 
the aligning the sequence of donor non-human immunoglobulin heavy or light chain variable 
region with a subgroup sequences of human heavy chain or light chain variable regions or 
consensus sequence or subgroups of sequences (see claim 14 step 1, claim 16 step 1 of the '762, 
summary of invention, col. 13, lines 8-10, col. 14, line 16-20, in particular), (2) selecting the 
human acceptor heavy and light chain variable regions that is most homologous (most identity) to 
the heavy and light chain variable regions of the donor immunoglobulin (see col. 13, lines 14-17, 
claim 14, step 2, claim 16, step 2 of the '762 patent, col. 13, line 47-50, col. 16, line 5, in 
particular). As such, the method of humanized anti-VEGF antibody as taught by the '879 patent 
inherently has the initial step of aligning the sequence of donor non-human immunoglobulin 
heavy or light chain variable region with a subgroup sequences of human heavy chain or light 
chain variable regions or consensus sequence or subgroups of sequences. Thus the reference 
teachings anticipate the claimed invention. 

13. Claims 25-3 1, 33, 36-37 and 71-73 are rejected under 35 U.S.C. 102(b) as being anticipated by 

WO 98/45331 publication (of record, published Oct 1998; PTO 1449) as evidenced by US Pat No 
5,693,762 Bl (newly cited issued Dec 2, 1997; PTO 892). 

The WO 98/45331 publication teaches a method for preparing humanized antibody or 
antigen binding fragment thereof by expressing the humanized antibody or antigen binding 
fragment comprising the variable domain in host cell and recovering the reference humanized 
antibody (see entire document, abstract, page 25-26, page 37, in particular). The reference 
fiirthers the antibody variable domain cysteine residues not involved in maintaining the proper 
conformation of the humanized or variants thereof may also be substituted to improve oxidative 
stability and prevent aberrant crosslinking, see page 28, in particular). The reference method for 
preparing humanized anti-VEGF antibody or antigen binding thereof by expressing said antibody 
having or antigen binding fragment thereof in host cell such as prokaryote E coli or mammalian 
host cell such as VERO or CHO cell (see page 37, in particular) and recovering said antibody or 
antigen binding fragment thereof (see col. 38, in particular). The reference variable heavy chain 
framework (FR) sequence of the non-human monoclonal antibody has amino acids substitution 
from the human consensus sequence subgroup III (see page 61, in particular). The reference 



Application/Control Number: 10/764,428 
Art Unit: 1644 



Page 7 



variable light chain framework (FR) sequence of the non-human monoclonal antibody has amino 
acids substitution from the human consensus sequence subgroup I (see page 61-63 in particular). 
The reference humanized antibody or antigen binding fragment thereof wherein said antibody or 
antigen binding fragment thereof has the GYDFTHYGMN (see page 74, Y0243-1, reference SEQ 
ID NO: 86) which is identical to the claimed SEQ ID NO: 18. Although claim 25 has been 
amended to include the step of aligning the mouse and human HVRl and HVR2 domains, it is 
known in the art as evidenced by the '762 patent that method of preparing humanized antibody 
begins with the step of aligning the aligning the sequence of donor non-human immunoglobulin 
heavy or light chain variable region with a subgroup sequences of human heavy chain or light 
chain variable regions or consensus sequence or subgroups of sequences (see claim 14 step 1, 
claim 16 step 1 of the '762, summary of invention, col. 13, lines 8-10, col. 14, line 16-20, in 
particular), (2) selecting the human acceptor heavy and light chain variable regions that is most 
homologous (most identity) to the heavy and light chain variable regions of the donor 
immunoglobulin (see col. 13, lines 14-17, claim 14, step 2, claim 16, step 2 of the '762 patent, 
col. 13, line 47-50, col. 16, line 5, in particular). As such, the method of humanized anti-VEGF 
antibody as taught by the WO publication inherently has the initial step of aligning the sequence 
of donor non-human immunoglobulin heavy or light chain variable region with a subgroup 
sequences of human heavy chain or hght chain variable regions or consensus sequence or 
subgroups of sequences (acceptor sequence). Thus the reference teachings anticipate the claimed 
invention. 

14. No claim is allowed. 

15. Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Phuong Huynh, Ph.D. whose telephone number is (571) 272-0846. The examiner 
can normally be reached Monday through Thursday from 9:00 a.m. to 6:30 p.m. and alternate 
Friday from 9: 00 a.m. to 5:30 p.m. A message may be left on the examiner's voice mail service. 
If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Eileen 
B O'Hara can be reached on (571) 272-0878. The IFW official Fax number is (571) 273-8300. 

16. Any information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
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may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

/Phuong Huynh/ 

Primary Examiner, Art Unit 1644 

March 14, 2008 



